*To the Editor*:

We read with interest the study by Kunutsor and Laukkanen on the markers of liver injury and clinical outcomes in coronavirus disease 2019 (COVID-19) patients.[@bib0001] The authors conducted a systematic review and meta-analysis of sixteen retrospective cohort studies based in China and concluded that elevated admission levels of markers of liver injury particularly the aminotransferases, may be associated with progression to severe disease or death in COVID-19. One interesting finding is that much larger effect sizes were observed in aspartate aminotransferase (AST) compared to alanine aminotransferase (ALT) in association with both severe illness (risk ratio 2.09 (0.44--9.9) vs 1.03 (0.23--2.15); mean difference 12.60 U/L (8.43, 16.77) vs 9.15 U/L (1.47, 16.82)) and mortality (risk ratio 10.42 (7.05--15.40) vs 3.35 (2.37--4.75); mean difference 17.13 U/L (11.25, 23.01) vs 5.82 U/L (−2.57, 14.21)). These data suggest that AST may serve as a better prognostic marker of COVID-19 compared to ALT.

However, it is important to stress that AST is considered a less specific marker for liver injury than ALT. ALT is produced in the hepatocytes with relatively lower expression in other organs. In contrast, AST has two isoforms, the mitochondrial isoenzyme produced by the hepatocyte, and the cytosolic isoenzyme produced by cells of other tissues, such as brain, myocardial cells and skeletal muscle cells. The two isoforms cannot be distinguished in regular liver function test.[@bib0002] Thus, misinterpretation of AST data may lead to an overestimation on the incidence of liver injury in COVID-19 patients. Indeed, the association of AST levels with severe illness or mortality probably involves the development of multi-organ impairment, which is common in severe and death cases of COVID-19.[@bib0003] ^,^ [@bib0004] Furthermore, the association between markers of liver injury and outcomes of COVID-19 is further confounded by in-hospital medications such as antibiotics, antiviral agents, and glucocorticoids. Unfortunately, none of the included studies in this systematic review and meta-analysis properly adjusted or matched these potential confounders. Thus, the actual incidence of liver injury (as usually indicated by the changes of markers such as ALT and AST) and the degree of its contribution to the development of severe illness and death remain unclear. Taken together, markers of liver injury especially AST should be considered as a prognostic marker rather than a specific marker of liver injury in COVID-19 patients. Cautions must be taken when interpreting these data.
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